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R(A), R(B), R(C), R(D)ttffiStiiL-C, zRlff, F, CI, Br, 
I, CN, OH, NH 2 , -(Ci~Ci)-T/^/K -O- (Ci ~C 8 ) -T IV* 

/K (rr-er/v^/vSte, i@K±FtJ:oTli^W#5), (Ci~Ci)-v 

^P7/^/K 7x=/1/, ^VvVK NHR(7), NR(7)R(8), 0-(C 3 ~ 

Cb)-t/v^-/k o-(c 3 ~Cb)-^p7^/k o-y^^/v, o-^^ 

[^rt7x^itt, 3HI*-T?F, CI, CF 3 , p« ?7K ^b=^, 

NR(9)R(10)lCj;o-ce#!£ft#5] ^*>5 ; 

R(7), R(8)!i|ISIiaiLT, zRSi, -(C 1 ~C 8 )-T/V^/V(rrT?T 

/v^vStt, im^±F}z:J;o-CSm^ti#5), (C 3 ~C,)-^n7W 
, (C 3 ~Cb)-T/V^~/K (C 3 ~C,)-^pT^/K 71=^ ^vVv 
, [rit7i=/«, 3@^T'F, CI, CF 3 , *?7K p< h^i/, NR( 
9)R(10)t!iJ;oriHft*n»a] ; 
R(7), R(8)tt-HH^ot, 4*fctt5flOP«^W*«>*((-tl'bW^ 

fwylwHroiowcftlii, ^f, fiftH, nh, N-cmlfciiN-^ 

r(9), r(i o)fiffistcsis:L"C, *Sf, (Ci~C«)-77l"*7K (C,~C 
,)-'</V7;^P7/V^vX*foO ; 

yfS, ifn, l£fcf*2"?&!> ; 

R(E), R(F)MH«^b-C, F, CI, Br, I, CN, (C,~ 

Cb)-T/V3VK 0-(Ci~Cb)-T/V^/K (:rt7/H/HH, 1 tS]^Jb 
F^io-Cg^^tL#5), (C3~C«)-V^PT/V3VK 0-(C 3 ~C 6 )-T 
/V/r-ZV, 0-(C 3 ~C 8 )-v^ o7/V^r/K 0-7i^;K O-^^/K C 
ii-e7x^ii, 3IU^-CF, CI, CF 3 , *?7K ^ h^r->, NR(9) 

R(10)^J;o-c»^^#5] ^fc^ ; 



R(l), R(2), R(3)MSicl^iz:LT, tK*, F, CI, Br, I, CN 

, -(d ~Ca)-T/v= 3 f-/v, -o-cci-CbJ-t/v^a-, (r^-er/v^wS 

l[l]WJiF^J;o-CW^tb#5), -(C = 0)-N = C(NH 2 ) 2 , -(SO 
o- z )-(C,~C 8 )-T;V^/K -(S0 2 )-NR(7)R(8), -0-(Co~C B ) 
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-(Co-cO-T/v^v^^/k 

3HI^T«F, CI, CFi, ^^/K -(Co~C B )-T/V^-W 

y-NR(9)R(io)iaottit^^5] -efco ; 

L«, -0-> -NR(47)-> -(Ci~C 8 )-T;V^V^-, -(Ci~Ci)- 
T/l^=l^-, -(Ci~Ca)-T;V^^Vy- N -COO- s -CO-NR(4 
7)-, -S0 2 -NR(47)-, -O-(CH0»"O- — N R (47) — ( C Hz ) n — 
O-, -NR(48)-CO-(CH 2 )„-0-, - C O -NR (48) - (CHz)„ - O - 
, -0-CO-(CH z )„-0-, -SO z -NR(48)-(CH0„-O-, -NR( 
48)-CO-CH 2 -CH 2 -CO-NR(48)-(CH 2 )„-0-, -NR(48)~C 
0-CH=CH-CO-NR(48)-(CH z )„-0-, — NR (48) — S Oz — (CH 
z)„-0-t?fe>9 ; 

R(47)f2, tKH, (d-CO-T/V^/K R(48)-CO-, 7x^K 
; 

R(48)«, 7K*> (C,~C.)-T/v^/K ^^/v&it/^vVK (r^-C 
7x^Slt 3 0ttF, CI, CFs, *f7K * b^i'fcZ.oXW&Ztl 
#5) T?*>5 ; 

nfi, l&V^S-Trfo^ ; 

R(40)^V^UR(45)«ffi^}^:^^£bT, zMf, -OR (50), -SR(50), NH 
R(50), -NR(50)z, -O-(CO)-R(50), - S - (C O) - R (50) , -NH 
-(CO)-R(50), -O-PO-(OR(50))-OR(50), -0-(SOz)-OR( 
50) , - R (50) , L — (D^-g-C fe 5 j&> ; * \Z 

R(40)*3J;^R(41), R(42)&J;t>*R(43), R (44) *3 £OT (45) (D*Jf# 

^l?^£gR(40)^LR(45)<Dlofcttte, L^W^WE^WU ; 

Ktt, -OR(50), -NHR(50), -NR(50)z, -HN- C Hz - C Hz - C 
OzH, -HN-CHz-CHz-SOaH, -NH- C Hz - C O O H, -N(CH 
3)CHzCOzH, -HN-CH(R46)COzH, -OKa (r^tKalt 0»J*.ff 

rivti y &n£fcte7 ;vij y ±m&m4 tdmrnmr v ^ *><o 



(5) #^2 0 0 2-5 2 8 4 6 0 

R(46)[4 > zKSf, Ci~C4-T/V^/K -^vVK -CH 2 -OH, H 3 C S C 
H Z CH Z -, H0 2 CCHz- HOiCCHiCHi-1?S)5 ; 

r(50)«, 7km, (Ci~C4)-t/v^/k 7x=/i'*ftft'<y^ (nr-e 

[ffi*92] T^it^Ta^stiiLT, 
[ft 4] 



* 




O NH 2 



I 

L - 
[ft 5] 




R(41) R(42) 

; 

R(E)dS**s F, CI, CN, (Ci~C4)-T/V^/K -O-(Ci~C0- 
T/v^/K (--"eT/v^r/vS^ l|H£t±FfcJ;o"Ce^$tL#5), (C 3 ~C 
«)-^P7/^K (C 3 ~C B )-T/V^/K 0-(Cs~Ce)-^P7M 

/K o-^^/k o— o-^/k l^^x°7 *.~;vm*. 3ia*-eF, CI, 

CFi, / fVV\ ^ h^r^ NR(9)R(10)iaottI^^#5] T?fe t» ; 



(6) #*2 0 0 2-5 2 8 4 6 0 

R(9), R(10)*StBSlM3tL-C, 7k^, CHa, CFiU&5 ; 

R(l), R(2), R(3)^SfiuL-C, CI, CN N - S O z 

-(Ci~C4)-T/V= 3 r/K -S0 2 -N((C I ~C4)-T/V :3 r/V) 2 , -SO z -N 
H(Ci~C0-T/V3VK -S0 2 -NH 2 , -S0 2 -(Ci~C4)-T/V^/K 
-(Ci~C4)-T7V= 3 r/K -0-(Ci~C4)-T/V^K (rrtT/l'^Sli 

L^-o-, -NR(47)-, -(Ci~C«)-T/V*l'>'-, -(Ci~C0-7 
/^=l/y-, -(C 1 ~C4)-TyV^T"Vy-, -COO-, -CO-NR(47) 
-S0 2 -NR(47)-, -0-(CHz).-0-, -NR (47) - (CH 2 )„ -O 
-NR(48)-CO-(CH0»-O- - C O-NR (48) - (CH 2 )„ -0- % 
-S0 2 -NR(48)-(CH 2 )„-0--Cfci9 ; 
R(47)#zM*, (Ci~C4)-T/Vdr/K R(48)-CO~, ^-/K -^^/V 

r(4S)#**, (Ci~C4)-T/v^/k ^^/Woit^i/^/K 

a:=./V^fi, 3 0*T?F, CI, CF 3 , P< b M£ £ o £ ft# 

5) T?*>5 ; 

n*Sl~4-efc«5 ; 

R(41), R(42), R(45)^t@S|Ci4LT, *Sf, -OR (50), NHR(50), 
-NR(50) 2> -O-(CO)-R(50), -NH- (C O) -R (50)T?fe 5 ; 

R(50)^**> (Ci~C0-T/l"*7K 7 a^A^fctt^^/K (i:t'7 
3Hl*TfF, CI, CF 3 , p«?7K ^ b^r^aottft^WI 

5) Tffet) ; 

K*S-OR(50), -NHR(50), -NR(50) 2 , -HN- C H 2 - C H 2 - C O z 
H % -HN-CH 2 -CH 2 -SOeH, -NH- C H 2 - C O OH, -N(CHs) 
CH 2 CO z H, -OKa rtK a ^JiliT/V* U ^If fdl7;^ U ± 
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[ft 6] 



* 




NH 2 



[ft 7] 




T?*>0 ; 

R(E)j&S**, F, CK CN, (Ci~C 4 )-T/V^/K -O(Ci~C0-7 
/V^/K CF,, -OCF 3 t?fei9 ; 

R(l), R(2)^S^ML-C, F, CK CN, -SOz-CH^ 

-(Ci~C4)-T/v^/K -0-(C.~C4)-T;v=ar/K (-rw/v^vgte 
, i0W±F^J;org^$tb#5), -o-(C.~C«)-T/i'*W':7*~/i' 

l v CF 3 , * b^-fKX.vXm&Zh'&Z) ^fc 1 ? ; 

R( 3) 5 ; 

L^-O-, -NR(47)-, -CH 2 -CH Z -, CH = CH-, -(C = C)- 



(8) #§2 0 0 2-5 2 8 4 6 0 

% -COO- -CO-NR(47)-> -SOi-NR(47)-, -0-(CH 2 )„- 
-NR(47)-(CHz) n -0-, -NR(48)-CO-(CHi).-0-, -C 
0-NR(48)-(CH 2 )n-0-, -SOi-NR(48)-(CHi).-0-T?fct> ; 

R (47)355**, (C.~C4)-T/V^;V, R(48)-CO-, -^v7V 
T?fe«5 ; 

R(48)AS**, (C.~C«)-T/l"¥/K ^-/V&iT^^/K (^T*:7 
R(41)#*** -OHtfe 19 ; 

K^-OR(50), -NHR(50), -NR(50)z, -HN- C H 2 - C H 2 - C O z 
H, -HN-CH 2 -CH 2 -S0 3 H, -NH- CH 2 - COOH, -N(CH.) 

ch 2 co 2 h, -oKa(::uKatt, flljfctfr/i'* y &M£fcteT/v# y ± 

R(50)^tK*> (Ci~C4) -T/V^r/K ^^/V^fcte^^/K (rrw 
ai=/H*»4, 3KtF, CI, CF 3 , *?7K / h^rViaotti^WI 
5) t?*>5 ; 

f»*« l 2 HHBtt©;* I ©ft^Sfett^wH^W^W^tf 1 51= 

Mb 8] 



R1 R2 




la 



[ft 9] 
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O NH 2 



9 

L - z ft, 
Hfcl 0] 




-efc<9 ; 

US, -C = C-, -NH-CHi-CHi-0-tfc!3 ; 
R(E)«, (Ci~C0-»/^fc!) ; 

R(l), R(2)fi|SSIi:ISLt, zKSf, F, CI, cn n -so 2 -ch 3 , 
-(Ci~C4)-T/V^/K -0-(C.~C4)-T/V^/K (m^T/V^r/V^tt 

[|»*^ 5 ] ft l u 4 ov^-ftt^ i EfclBfJ© l U±(Dit^ J: 

e ] it i l 4 ©vvf i mmm<D i Et±<0fls#4fe*5 

itui «&±©flB«teTi^fra*J: "5 fifes £8So 



(10) #82 0 0 2-5 2 8 4 6 0 

9 ] flt&K l L 4 tf>l vffritf> l W-1B*<£ l fi*±0>fl5£* J; 
[ffl&g l o ] M©Wtfcl«ffl«Jw|SI©fcfc©«*« l ft 

V^L4 ©WfftJ&s 1 ^fclBi^flS'&fctfJttJl. 
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[o o o 1 3 

[0 0 0 2] 

^Et?fe5 [Carey, M.C. & Jzt^Small, D.M. (1978) The physical chemistry of 
cholesterol solubility in bile D Relationship to gallstone formation and 
dissolution in man> J. Clin. Invest. 61 : 998-1026##J 0 
[0 0 0 3] 
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T , *3 ± XI T , ft m E Hi 3& SC L T , 
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R(E) 



/NH 2 



NHL 



[0 0 0 5] 
[ft 1 3 ] 



R(45) 



R(40) 




R(41) 



R(42) 



t?fc«3 ; 

R (A) , R(B), R(C), R(D)J3*Elca4fC, F, CI, Br, 

I, CN, OH, NH Z , -(C.~C 8 ) -T/V^r/K - O - (Ci ~C 8 ) -T/V^r 
;K (^W/^/vgte, llH^±F(cJ;oXSm$n=f#5)s (C 3 ~C 6 )-iy 
^nT/V^K 7i=^ ^y^/K NHR(7), NR(7)R(8), 0-(C 3 ~ 
C.)-77l"$r=/K 0-(C 3 ~C 8 )-v'^ pT/V^/K 0-7i^;K O-^y 
^/V, [::t*7x^||j;, 30£-T?F, CI, CF 3 , ^ ^h^rv-, 

NR(9)R(io)^J;o-r«m^^#5] -efc"? ; 

[0 0 0 6] 

R(7), R(8)tt»i4Lt, -(Ci~C 8 )-T/V^/V(^^T'T 
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, (C3~Ce)-T/V^=/K (C3~C>)-^p7/V^/K ^ViM' 
, [^Wa^A-Wi. 3@J;-C-F, CI, CF 3 , * ^ NR ( 

9)R(lO)^£oTg^£«5] T?*>5*>; 

R(7), R(8)(i-il^ot, 4^fc»5|S|W^^W^tD^(r^bW^ 
R(9), R(l O^ffiUmifiSELT, (Ci~C4)-T/V^/K (d~C 

[0 0 0 7] 

R(E), R(F)(iffiSl:i4LT, F, CI, Br, I, CN, (C,~ 

C 8 )-77V^/K 0-(Ci~C 8 )-T/V^/K (iiT?7^/Htt, ita^± 
FiaotIi^#5), (C3~C 8 )-^p7;^/K 0-(C 3 ~C B )-T 
/V-Jr^/V, 0-(C 3 ~C,)-^n7M/K O-^-zV, O-^^/K [ 
rit7x=/Vi}t 3111^-C'F, CI, CF 3 , *?7K ^ h^V, NR(9) 

R(io)^J;oTBm^n#5] -efc 1 ? ; 

R(l), R(2), R(3)tttEttiLt, *lf, F, CI, Br, I, CN 
, -(^-CO-T/V^r/K -0-(C I ~C B )-T/V^r;K (r ClT? TATA'S 
ft, 10^±Fiaotm^M#5), -(C = 0)-N = C(NHzK -(SO 
o- 2 )-(Ci~C)-T/^V, -(SO z )-NR(7)R(8), -O-(C 0 ~Cb) 
-T/V^r V^^/V, -(Co~C 8 )-7'/V^rl/^73:^/K [rrt7i=/V 
gft, 3ittF, CI, CF 3 , ^^/K ^ h^v^, -(C»~C«)-7;^V 
>--NR(9)R(10)^J;oTM£*l4#5] -efoD ; 
[0 0 0 8] 

Lft, -O-, -NR(47)~, -(Ci~C»)-T/^V^-, -(Ci~Cs)- 
T/V^V>--, -(Ci~C B )-T/V= 3 r^Vi/-, -COO-, -CO-NR(4 
7)-, -SO z -NR(47)-, -0-(CH 2 )„-0-, -NR (47) - (C H 2 )„ - 
O-, -NR(48)-CO-(CH0„-O-, - C O -NR (48) - (CH 2 )„ - O - 
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, -0-CO-(CH ! ).-0- -S0 2 -NR(48)-(CH z )n-0-, -NR( 
48)-CO-CH 2 -CH z -CO-NR(48)-(CH 2 )„-0-, -NR(48)-C 
0-CH = CH-CO-NR(48)-(CH z )»-0-, -NR (48) - S O z - (CH 
z )„-0--efei9 ; 

R(47)te, (C^CO-T/V^r/K R(48)-CO-, 7^=/K 'O'S? 

/KCfc!3 ; 

R(48)«, 7k§^ (Ci~C 8 )-T/^/K ^^/V&iT^l/vVK (i-t? 
7i^|tt, 3m*"CF, CI, CF 3 , *?7l\ ^ h^riXiCj;o-C»^tl 
#5) -C&t) ; 

nft, lftl>L8"Cfo>? ; 

R(40)^LR(45)ttffiZfcttfi:LT, 7K^> -OR(50), -SR(50), NH 
R(50), -NR(50) Z , -O-(CO)-R(50), - S - (C O) - R (50) , -NH 
-(CO)-R(50), -O-PO-(OR(50))-OR(50), -0-(SO z )-OR( 
50), -R(50), ©IS-^-CfoS^ ; *fcf* 
[0 0 0 9] 

R(40)*3i^R(41) > R(42)*5.fctfR(43) N R (44) *5 £0R (45) 

rr^^SR(40)^LR(45)mofctt«, L^^Wf!*l:fU ; 

K}4, -OR(50), -NHR(50), -NR(50) Z , -HN- CH Z - CH Z - C 
O z H, -HN-CH z -CH z -S0 3 H, - NH- C H z - C O O H, -N(CH 
3 )CH z CO z H > -HN-CH(R46)CO z H, -OKa(:rtKait #JxJf 

R(46)tt, Tkfff, Ci~C4-T/V3VK ^<y^K -CHz-OH, HsCSC 
ftCft- HOzCCHz-, HO z CCH 2 Cft-tfe^l ; 
R(50)«, 7,K^ (Ci~C4)-T;v^/K ^-/v^/Ui^^vVK (--t 
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[0 0 10] 

Hfcl 4] 

R1 R2 



[Ibis] 
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R3 
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L - zflS 



[ftl6] 




R(45) 



K 



L 



H 



R(41) 



R(42) 
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R(E)«Sf> F, CK CN, (Ci~CO-7Vl"3F7K -0-(Ci~C 4 )- 
T/V^/K (:iT?7/VMft, l|I|&±FfcJ;oTS$l£frl#5)> (C 3 ~C 
a)-^n7;^/K (C»~Ci)-77l'£ , ~/K 0-(C 3 ~C 6 )-iX^ P 7/v3r 
/K 0-7^=-/K O-' O-vVK 3 0^-eF, CI, 

CF 3 , *f7K ^ b^r^ NR(9)R(10)^J;o-cem^^l#2)] T?& 5 ; 
[0 0 12] 

R(9), R(10)^S(^!|itT:, 7km, CH 3 , CF,T?&«5 ; 

R(l), R(2), R(3)«ti4LT, F, CI, CN, - S O z 

-(d-CO-T^K -S0 2 -N((C,~C ( )-r;^)^ -SOz-N 
H(C 1 ~C4)-T/V^/K -SO z -NH 2 , -SO z -(Ci~C4)-T/V^r;V, 

-(Ci~C4)-T/v^/k -o-CCi-cO-T/v^/K (:rt-m/vSft 

, -{Ct~d)-TA'*l'l''7x.~A' > (rrt7x=;Vilt 3®3;-eF, C 
1, CF 3 , *?7K * h^^«toTlt»$tb#5) T'fcU ; 

L^-o-, -NR(47)- N -(Ci~C4)-T/V^rW-, -(Ci~C«)-r 
;>^=^y-, -(C 1 ~C4)-T/V^r^^^-, -COO- -CO-NR(47) 
-SO z -NR(47)-, -0-(CH 2 )n-0-, — N R (47) — ( C H z ) » — O 
-NR(48)-CO-(CH 2 )„-0-, - C O -NR (48) - (CHz)„ -O-, 
-S0 2 -NR(48)-(CH 2 )„-0-T'fe!9 ; 
[0 0 13] 

R(47)#**, (C>~Ci)-77l"*7K R(48)-CO-, 7xs^ -^vvV 
■Cfc5 ; 

R(48)^7kSf, (Ci~C«)-7/1"*VK 7a=^*5 ±t^<^^ (i^t7 
x.~;vm*. 3|el*T?F, CU CF 3> ^/K * YtrisKXvXm&ZtiM 

R(41), R(42), R(45)*SffiHH^hScUr, tKSI, —OR (50) , NHR(50), 
-NR(50)z, -O-(CO)-R(50), -NH-(CO)-R(50)T?fet9 ; 

R (50) (Ci~C4)-T/V^/K 7x=^Sfc(i'<^^ (-:t7 



(17) #S 2002-528460 

^~;vm^ 3HI*X*F, CK CF 3 , *?vK ^Maotli^ll 
5) ; 

K*S-OR(50), -NHR(50) S -NR(50)z> -HN- C H z - C H z - C O z 
H, -HN-CH 2 -CH z -S0 3 H, -NH-CH 2 -COOH, -N(CHi) 
CH 2 C0 2 H % -OKa Clt'Kalt #|xJf7VV# U ^JR*/tt4T/V* U ± 

J 

o 

[0 0 14] 

LI ^ I 

mi 7] 




L-z I 



Iftl8] 




R(E) 



[0 0 15] 




-efc"9 ; 

R(E)#zR*, F, CI, CN, (d-CO-T^/K -0(Ci~Ci)-7 



/V^r/K CF 3> -OCF 3 tfc!) ; 
[0 0 16] 

R(l), R(2)*SffiSHl|ftScL-C, TkSf, F, CI, CN, -SO z -CH 3 , 
S0 2 NHz-, -(C 1 ~C 4 )-T;V=¥/K -0-(C I ~C4)-T/V= 3 r/K (- - 
-C7/l^V*fi, l@^±Fiaotfi^W#5), -0-(Ci~Ci)-T/l' 
Jf-vy7x-;K -(Co~C4)-T/V^V^7^=/K (::t'7x=;vg|j, 
3ia*T?F, CI, CF 3 , * h^^ioTW&^iMlS) ; 

R(3)^**"T?*)5 ; 

LJ&S-O-, -NR(47)-, -CE-CE-, CH = CH-, -(C = C)- 
, -COO-, -CO-NR(47)-, -SO z -NR(47)-, -O-(CHi),- 
O-, -NR(47)-(CH0.-O- -NR(48)-CO-(Cft).-0-, -C 
0-NR(48)-(CH 2 )„-0-, -SOz-NR(48)-(CHz).-0-t?fet) ; 

R (47) (c.~C0-7;^;K R(48)-CO-, 7*=^, -O-^/V 

TffetJ ; 

R(48)^*», (Ci~C4)-T/V^/K y^^/V^itZ-O-^/K (--t7 
^-/M^i, 3|eJ*T?F, CI, CF 3 , 5vK ^ ^'Xao-Ctl^l 
5) "Cfc 9 ; 

[0 0 17] 

n*Sl~4t?fe«3 ; 

R(41)^tK*, -OH-C&5 ; 



(19) 2002-528460 

K^-OR(50)> -NHR(50), -NR(50) 2 , -HN- CH 2 - CH Z - C O z 
H, -HN-CH Z -CH 2 -S0 3 H, -NH-CHz-COOH, -N(CH 3 ) 
CH z C0 2 H, -OKa(::tKalt mX-ttT V ^M^fc^T/V^ V ± 

R (50) (C.~C4)-T/V^/K 7s^*fctt^y^ 

^n/M^ 3|El*-CF, CK CF 3 , *?7K ^ h^r^aotll^WI 
5) ; 

[0 0 18] 

mm* u^a; 1 ©f&a^tt, mm 1 a 

[ft2 0] 



R1 R2 




[ft2 1] 




O NH 2 



[0 0 19] 
[ft2 2] 



(20) 
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XfoV ; 

Lit, -C = C-, -NH-CH 2 -CH 2 -0-T'fc!9 ; 
R(E)«, tK*. (Ci~CO-r/V^V-Cfc«5 ; 

R(l)s R(2)f35fiS(att4tX, 7K», F, CI, CN, -SO z -CH 3 , 
-(Ci~C4)-T7V=¥/K -0-(Ci~C4)-T/V^/K (rrtT/V^lB 

[0 0 2 0] 

o 

t> LAI ©ft^l^ i o»±©^f 'L^ttf * & II, rtbfctt, S^fc^R 
[0 0 2 1] 

[0 0 2 2] 



(Zl) #S?2 0 0 2-5 2 8 4 6 0 

^ay«, ^1)3-/^ >fyfty», ?LBft, 7^M^t=y^K> 

[0 0 2 3] 
[0 0 2 4] 

[0 0 2 5] 

[0 0 2 6 ] 



(ZZ) #S 2002-528460 

[0 0 2 7] 
[0 0 2 8] 

-JKK^ Bfflftte, Ml +p/7ASfc9 1 0. lmg^b 1 0 Omg . 

mmt&iatO. Img7>(b5 OmgST*) , M*.ft0. 1~1 0 mg/kg/ H <D$£ 
Hrtt&S 0 ftSWSfctt^^-feA^fltt, 0!lx.tfO. 0 lfc^Ll 0 Omg, 

fF^#&< -craft kftv\, «#jra, mw-^tcitm^t^m^h^^. t& 
K&&rzzi:&'v%z 0 ^mwfcftvmmmj&m^ 

[0 0 2 9] 

*s xnmm^ w^c^-cra-rs^c i ) 5 i^witw 



(23) #* 2 0 0 2 - 5 2 8 4 6 0 

[0 0 3 0] 

mm>&/$rim\ t m& htm^ tznmm<D ± 5 & £ e> $ h Ltcmm<D{t^m 

[0 0 3 1] 

ft* ^ p - * *5 ± Xf-T 7 V T ^ A 4> W^'^ £&^-f ShP^fcSo 
[0 0 3 2] 

[ft2 3] 



(24) 
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Kf, Ti % T 2> R(l), R(2)*5J:0R(3)«, LfcIc*W U 

[0 0 3 3] 

[0 0 3 4] 
Hfc2 4] 



(25) 
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II 



R(45) 




R(41) R(42) 



Ilia (A-L-z) 



Pd (O) 



R<45) 




(DtcMUZ, V ^^ATir^y K^ft^fe (US 5,641,767) tmW. 
[0 0 3 5] 

^ K> (D ft ft *3 i W ft »{31jg ^ T? & 5 0 

[0 0 3 6 ] 



(26) #^2 0 0 2-5 2 8 4 6 0 

So 

[0 0 3 7] 

i. m«D®.m 

tbNHE-3^y/^i (lap lmmm^^^mm^fhtc) wm^M 

t5 I C fioftgrofcfc^ mtt«w«rtpH (pHi) ©IMSrftJgLfcj&s 

fciCte, pHi£, pH-^S:'ttm»^-BCECF (Calbiochenu ilfBCEC 
F-AMfflt5) MlT^Lfco »BCECF« 
Lfc 0 BCECFm Jt (ratio) f^^bP^^ 1 - [Photon Techno 
1 ogy I nternati onal „ f - ^ ^ 1/7-*? 4 y 9 (South Brunswi ck) , =■ a — *J 
*B] ^&^TjMM5 0 5 *S J; 15 4 4 0 m*5 J: tMSftSft 5 3 5 
nm-e^L-C, ^EftiU^oTpHit'^Lfc, fflBflStt't-Cfcls BCECF* 
^PWfWNHU C (pH7. 4) [NH 4 C 1 ftflftR : 1 1 5mM N a C 1 % 2 

Oil NH.C1, 5mM KC K lmMCaCl 2 , lmMMgSO*. 2 OmM Hepe 
s, 5mM lmg/ml BSA;pH7.4«, lMNaOH^tlLT 

«Lfc] ^^T^a^-hSih/tVyfc. NH ( Cim^««9 7 5 

m^px-s^k^o-c, »ii&rtBMtft:Srii«ufc 0 ^»m»p«c«£3# 

pHM (1 0 0%) fdo^Tte, ftJS^Na'-Mlfl [1 3 3. 8mM Na 
CK 4.7nl KC1, 1 . 2 5mM C a C 1 1 . 2 5 mM M g C 1 » , 0.97m 
MNa 2 HP0 4 , 0. 2 3mM NaH 2 P04, 5mM Hepes, 5mM pH 
7.0ii, lMNaOH^fflttiilfc] W^^-Mfe, 0 %{t 
©fcSfcoV^WU Ili^Na^t^^^i'if Cl 3 3. 8mM ifrffca V 
4.7mMKCl, 1.2 5nl CaCU, 1 . 2 5mM M g C 1 2 , 0.97mMK z 
HP Cm, 0. 2 3mM KH 2 PO t , 5mMHepes, 5mM ^/Va- pH7 . 0 fi % 
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1M NaOH&tefflLTflgftUfc] tHM J"**"*- HUt. 

Na + -^^W^^^P^U7t„ »W©^WR«ft"t»©3WljartpH©|H| 

pyb (SigmaPlot) [Version 3.0, Jandel Scientific, tie "CpHtHH 

CD/-?— fe ^t 1 - v?j(^ kfHff Lfc 0 

: I Cso =1. 7mM/1 
[0 0 3 8] 

mm<D y * h : 



Me OH 


/ ? J 


LAH 




DMF 




E I 




C I 




RT 


mm. 


EA 


gj-gfcaifvv (E t OA c) 


m p 




HE P 




DME 




E S 




FAB 




CH Z C l z 




THF 




e q . 





[0 0 3 9] 



(28) #S 2 0 0 2 - 5 2 8 4 6 0 

^tU2> «ft}:tt6 o Will @1^5vvw»K:J;o-rM 

[0 0 4 0] 

4- {3/3- [3,4-tT* (3-^7^v ! /-2-^f/l'-3-^y7°P^ 
nyV) ^-/K^^/V] -3a,7a,12a-Ht pp^- 10 3,13 

j-Wf/WNHfAtHp^p^ [a] -7xtyhvy-i7--{ 

/V} ^V*V|ftrgfcifet& Hfe^^ofcHflc, M2 5 0°C , MS :M 

+ +H(FAB) = 8 8 0 o 
[Ib2 5] 




[0 0 4 1] 
[ft2 6] 




a) 3,7,l2-f!JW;V3^i^f;v 

9 0 giDa— /Vgfe^/l'&.fctf 3. 0 g^W5; try v^£5 O Oml 

©try «sftSr5ooiio^*ff^T?«mbT % tfit-ftW 

Lfc 0 ^ft&?Kzk±K:&t\ (3X) t?ffittjL^„ 

(MgSOO , ^H§*T, 92g©3,7,12-h !)7W3-/Hl^ 
A'SrWfc, MS : M +L i (FAB)= 5 5 5 D 
[0 0 4 2] 

b) 7,i2-mf;V3-/^f/v 

1 5 OmlWi£7k@1^£5 0 C-e$o< I? 1 . 5 1 ©^ * /«- /HCjftJPLfc. 1 5 
92gro3,7,12-h!) 7tf-^a-/Hl^ f/w«rJPit, fi£4fe«r 
i?KlW#tfc 0 ^nSr7K7K±^at\ Sfflfc*^ (3X) ttttULfe, 
f«lN Na 2 CO s |t»U MgSO ( MLT®^t 
*r> 0 8 5 g©tM%#fc, MS : M + +L i (FAB) = 5 1 3 0 
[0 0 4 3] 

c) 3-^" b-7, 1 2-v ; Tir^/V=i— /V^^^/V 

85g ( 1 6 8 5 !J ^/V) © 7 , 1 2 - ^Ttf f /K 183.7 

got'y^^A^nn^D^ - h*sJ:tM 7 5 g<Dftl-Wi&, 2. 5 1 

n P ^ * ^if»T?M"T? 2 H#M#L/c 0 ft£4fe$r 7 1 <D*J*.<?A'^—?A>±.\Z.m 

nU^/V (Florisil) *7A±©^P?f«^77^-©f, 5 9.6g©4^ 
Srfafc, MS:M + +Li(FAB) = 511 0 
[0 0 4 4] 

d) 3 j3 -Tir^V^- 7, 1 2-v 5 7tf;Vn-;^^f 



(30) ^2 0 0 2-5 2 8 4 6 0 

Tir^-V^Sr, T/v=*>T> -5 5TCT?2 5M 7 5 Oml £>»r h 9 1 K 
P75ytf)fiiaUfe. ^MJ-ytfUDl 5%n-^vvy ^-17 A 1 4 5ml^r<D^ 
S»Lt, miO«#Lfc D ^(75^4 5 g 9 ©3- 
1 2-^T-fe^3-/H»^^SriP*.T» »£4fe«r-4 0 , CT?l. 5 

t\ m&®&mm^fr ox) tttwu w^Mgso^Ttt^, 

Hg&S-frfc. a»^v^y^y> (n-^7°^/H^:?VV i : i) 

P-e WyyKfrttX, 3 5.3 g©M^|fe, MS : M + + L i (FAB) = 

5 3 7 0 

[0 0 4 5] 

e) 3 0 -T-t^V^a— /Vgfc 

3 5. 2 g (6 6 3: y^e/v) ©d) *»feofeft#»Sr 1 1 <D*#/— MzMM% 
3 0 0 ml CO 2 NTKBMfc^ b !> ^WlLt, 2 5 BOTPfi LTM^£ 

ftj*£*T, 14.6 g <D£j$t/£#f^ MS : M + + L i (FAB) = 4 3 9 0 
[0 0 4 6] 

fflft^ : 1,2-tf* [3-(E-2-^^/V^'n-<^^T = v ; F)] -4- 
Ift2 7] 

NH„ 
N NH 2 

N NH, 

Y 2 

O NH 2 
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/^M-^p^-I, 2-7*y^T^a-/l'«r#fc, ; MS (C I 

) : M + +H= 2 1 7 0 
[0 0 4 7] 

b) f!jx.««»T-T?WSwern«tJ:oT2 a) ^4-7**^-1,2- 
7^/V7/Vft K«r#fc N 3&^@ffc, MS (C I ) : M + +H=2 1 3 D 

c) 1 ^m<D2-*xfty7v\i°3-^Mb V^/vfr^-V-yq*, 0Wl% 

- l , 2-7^;v7;vft K 2 b) r lc iot 4 -:/p*- l , 

2-v 5 [3- (:x^/VE-2-p<fvK7°P-V^- h) ] -<^if>-£#fc 0 v>T 

s*/t«, M«^-e^*LT, a«L/ta»%^, ^msytursfflt^ 

;v/ n - ^7" * ^m&'%) Sr^ffi 1" 5 ^ y * ^>-k w^pv h^7-fHaot 
M«;MS(C I) :M + +H=3 8 1 0 
[0 0 4 8] 

d) » (^/-/Vf (DzK^b^b V 17 A) l^5»Hiact2c 
) ^4-7**2^-1, 2—5* [3- (E-2-^^/V7"P^^Sfe) ] -<^> 

M^M^gl^ MS (E S) : M* +H= 3 2 5 0 

e) -»»«ot2d) J&>&1.2-tr* [3- (E-2-^/V7°P 

4 0°C ; MS(FAB) : M + +H=4 0 7 0 
[0 0 4 9] 

f) DMF>}\ 6 0^2^ P d (0)*yyy y^SrlTot 
, 2e) *5±tf3 j3 -T-fe^l^^3-/V^?>4- { 3 )3 - [ 3 , 4 - If* (3 
-^7^y-2-^f;v-3-^y7n^-;v) y - 3 a 
,7a,12a-hyt Kp^- 10/3,13/3 - ?VV^ 3rf-7*# t Kp-> 

^ p-<^^[a]73i-j-y h i/y- l 7-^T/H ^fil— SfflWttSrWfc. 

[0 0 5 0] 

mmm2 



(32) # S 2 0 0 2 - 5 2 8 4 6 0 

4- {3j3- [3,4-tf* (3-^7^/-2-^f/V-3-^y/n'< 

- 3a,7a,12a-hyt h'O^- 1 0 j3 , 1 3 

^^^^-O-^/K H&flS^ofcgH*, Ml 5 5°C, MS :M + +H(ES) 
= 8 4 9 D 
[ft2 8] 




H 2 N 0 



3 j3 - Tir^vy^-zV^^^/V^ffiLT^ife^l iroMfe^l^Lfc 

o 

[0 0 5 1] 

4- {30- [4- (3-^'7-^/-3-t^y/P^/V) 

/V] - 3a,7a,12a-hyt Fn^^- 10 0,130-^ fvW^U-f* 

#t KB^P^lB]7stVh^-l 7 — f/W ^^^y^^^/K 
H-fe^S^oytg^ Ml 8 9°C, MS : M + +H(F AB) = 7 1 0 o 
lit 2 9] 




(33) #S 2 0 0 2 - 5 2 8 4 6 0 

[0 0 5 2] 

H«4 

4- {3j3- [4- y 
/V] - 3 a , 7 a , 1 2 a - h V t Rp 1 0 0 , 1 3 0 - 3VV^f-T 

#fc FP^n^[a]7xty^W/-l 7— f/W ^y^^^^/K ft 
£j&Sj&»ofc@fts M6 0°C, MS : M + +H(FAB) = 7 1 8 0 
Ut3 0] 




H 2 N 0 
[0 0 5 3] 

n»5 

(4- { 3 j3 — [3,4-tf* (3-^7^y-2-y^-3-t^y7P 
^n/V) ^m^/V^^/V] - 3a,7a,12a-hyt Kp^t^- 10 0,1 
3 0 -^^/W^i^x* t Kn^ p^^^ [ a > h W- 1 7 — f /V 

} *zy* j4/vt%j) BBS 
Uk3 i] 



(34) 



2002-528460 




[0 0 5 4] 

a) [4- (3 /3-^=/V-3 a, 7 a, 1 2 a- b V t Kn^i^- 1 0 j3 , 

l 3 jg-^^fyv^tf^t Kp^ct^[ a ]7xtyhwy-l 7— f 

5 3 0mg<D3 fl-Ti^l^a— /Vgfe OPIRIftl e) &J;t;5 1 0 »1<D b V 
^)VT % ^£3 0 ml CO T H F £ "£\ CC^l 7 5/;l»^nP^ixf 

/V&ttLfco £©»£*J«rO'CT'l 5#IWi#Ufclfts 1 0mlC0DMF^CO3 

W«#Ufc 0 *^S:2 0 Omlco@^m^^/V-e^UX, 5 Oml-foco 5 %N 
aHSO ( «it'2»Lfc 0 mMgSO,±«^ M^lt^"? 

a»COi*HStt-C3lEiaa*Lfca ^ft&M g S O* ±t?ft»**, 
|&*Lfc 0 ||xf/V/MeOH 10 : 1 Sr^ffl U ^frlO&VvT 2 0B 

R f (ffl^c^/V) = 0 . 3 7 MS (FAB) : 5 1 8 (M+H) + 
[0 0 5 5] 

b) [4- (3 |3 -xf 3 a, 7 a, 1 2 a - b !l t Ko^rV- 1 0 |3, 
1 3 /3 -^^^/V^^f-r^t Kp^n^[a]7ityM'^-l 7 — f 
yV) ^/-f;V7?/] BHtt 

2 7 0mg<Z> [4 - (3/3 -m^/V- 3 a, 7 a, 1 2 a- h!J t Fo^r^- 1 
0/3,13 jS-v^^/W^M^^t Fn^P^[a]7xt^h^-l 
7_^ /V ) ^^^y^f/VT?/] gfflft^^/l'feiVe 3 0m1©1N NaOH* 



(35) #*2 0 0 2-5 2 8 4 6 0 

Rr (T-fe b^/7K 1 0 : 1) =0. 2 5 MS (FAB) : 5 0 2 (M+ 2 L i 

+ 

) 

[0 0 5 6] 

c) (4- {3)3 - [3,4- fcT* (3-^T = v f y-2-7«^-3-^ 
yyn^;v) ^^Acn^-n/v] -3a,7a,12a-hyt Fa^V- 1 0 
0,13 j3-^9VW^f-7*#t Kn^n^[a]7xty^ky-1 7 

2 3 Omgtf) [4- (3 j3 3 a, 7 a, 1 2 a- h !) t KP^-1 
0/3,13 0 -i^fvw^f-f-T** t Kn^n^[a]7xtyhvy-i 

-<y^/-f/VT5 /] Bl^Bfe^«tt^ 1 8 3mgWN- {3- [4-^^ 
-2- ( 3-^7=^; - 2 - ^ f ;v- 3 - t^y7'a^=/V) 7x-/V] -2 

oT 6 0°C-C 3 «£0&£*fc 0 Tir h~ h V /V/zK 2 : 4 + 0.1 %$m+ 0 
. 1 roWT^^^^ftffltSC 18 y ^ p V)V? (C18 LiChrosorb) ±"C 
©MHPLcroi, 7 OigOfcJ&gllfleSrWfco 

Rr(n-7^y-/V/7KM/7K 3 : 1 : 1) =0. 3 3 MS(ES) : 8 1 
6 (M+H) + 

[0 0 5 7] 

4- {3- [2- 7/1^13-4- (3-^7^/-2-^f;V-3-t^y7 
n^-/V) y^n/l^^/v] - 3, 7, 1 2- h y t Fp^~ 1 0, 1 3 -*? 

/^■/v^^-tf^j t Fp->^ p^y^[a]7xty h vy- 1 7 — Y/W 

[flS3 2] 




[0 0 5 8] 

a ) 3 _ (4-^^^- 3 -7;^n7x^/V) - 2 - ^ fvVT y 

2 g©l-/P ; t-2-7/VtP-4-H-K^y*3it)«l. lmlO^ 

li^^^T;V=fV^Srr(D«t 5^r H 1®Lfc 0 &IZ11. 4ml WT^ y /V®?^ 
;v*3 0mgtf)2, 6 -v>- t -^7V-4-^f-;V73iy-;v^0x.T s ?1 
&m*l 0 0°C^t»lfc o Mfc, SiJ<D4ml<Dv^^VTi? hTS: Fir, T 
/v^yiiaoT^ittt, ^(0^1318 OmgW hy^-t^- (D-T-fer 
^ h) if* [o- (^-o-M)/^7^/) -<^vvv] ^7^^ [Tetr 
ahedron Lett. 1996, 37(36), 6535-6538] £!K£ii:/c 0 rrojS^^Jt^flfe 
WH^W^tl^P^-C, 1 4 0°CT?9 0^»Ufc o ^<D^ 
Ir2 0 Oml«m^^/^#|RL-C, 1 0 0ml "fo^TR"? 2 Hk ^1X10 
OmKDfSfPNa C l*?§^10»Lfc: D ^fri£M g S 0< ±"T;«£^ & 
»K^1&icLfc 0 ^!)*^M©^-7F^77^iaot, 2 3 OmgW 

R f (@^^^/V/n-^^^^) = 0. 2 7 MS (DC I) : 3 1 5 (M + H) + 
[0 0 5 9] 

b) 3 - {4- [17- (3 --ti;V7$*^- l - / f;v7P fcW) -3,7,1 
2- by t FP^fv'-l 0, 1 3 -^^VV^^f-r^ t Ko^P^[a] 
7xfy h Vis- 3 /V^f 1 ^- /V] -3-7/VtP7x^/H -- 2 - ;* ^VVT 

^ y ;v%fcf*f-jv 

64mg<Dt^ (Mj7i=/^^7^y) ^7^^A(II)^p U F, 1 7mgW 



(37) #§2 0 0 2-5 2 8 4 6 0 

Cul, 0. 5ml (D b ]) ^;VT $ ^&<fcTJ*2 3 Omg<7?3 - (4-^^-3- 
7/^p7i^) OmKDliTkDMFK:^? 

1 0mKDte7j<DMF^(D3 9 5mg<D 3 D-Tir^" Wa — ;V®?<D}§» 
lP#ra<D5^M^PLfc 0 ?!l^£6 0°C"C1«^L-C, lOmlW^DM 
Ff©3 9 5fflg©3D-7tf ky3^-;Vt©iS^6 0°C-eM$o< 13 » 
Lfc 0 m&m*S QW1ShXL2%fWmW\stz.1fc, £bKl64mgWtf* (MI7 
i^^7^y) /^^^^(Ilj^Pli F^i^l 7mg©Cu I^OiT, M 
£«f?jg6 0°C^2M«Lfc o Iflu, £ 0mg«3n-rir^l/^ 

0 0mlW5%NaHSO<M»^£*T, 1 0 OmlT 

o«m^^-e3HIttttiLfc 0 ^rtl^Naz S04±T'^$*, MSr*^"? 
B&5feLfc 0 Sgxf/V/MeOH 5 : 1 ^ U # ?Sl>±<D9 P v h ^ 

77^naot v 9 0mgwr7 5/^^n«^#fc o 

R f »WMeOH 5 : 1) =0. 5 6 MS (FAB) : 6 6 7 (M+ 
H) + 

[0 0 6 0] 

c ) 4- {3- [2-7/V^-P-4- (3-^T^v ? /-2-^^7V-3-^- 
dry7°o^^) -3,7,12-MJt Ko^>- 10,1 

3 -v^^/V^f-^ t KP^P^[a]7ity^y-l 7-' f/W 

7 3mg(D^T^i^^mk^^7 lmgW# y [7^ t -~f V *r*S KS: 2ml (D» 
*DMFti#^tT, *««r&iH?3 0#H»£Lfc o n(D®W^8 5mgW 
3- {4- [17- (3-#/V/K^-l-^/K/ptVV) -3, 7,1 2- h 
y t FP^rv-- 10,1 3-^^^/V^f-T^t KP^n^[a]7xt 

yM/y-3-i';nf-;v] - 3 -7yv^-p -2-^^/vr^y;v 

S^/V^imAtt, I^«^10 0tt5!tWLfc, ^ifllt, 10ml 
<D7k*Mk.s HC 1 7KM^fflLTpH=4 fcWSEU #^10ml-f 

OtD«^/V£^T3[IItt(i}Lfco mMgS0 4 ±tSiI^^ JffiK* 
X^-T?^Lfc 0 Tirb^/TK 10 : 1 <H£ffl-f2r>y %?/i<±<D? p^ h ^ 



(38) 
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77^(Cj;oT, 15. 5mg£>*S3©g@f*:«r#;fc 



R f (T± b is/fc 10: 1 ) =0.19 MS(ES):652 (M + H) 
[0 0 6 1] 

WJ7 

4- (3- {2- [2, ( 3 - >V - 2 - ^ ^VV- 

-10,1 3-v^5vV^ dff-x^7 1 Kp^n^la^ityb^-l 
Mb 3 3] 



NH 2 O 

[0 0 6 2] 

a) 4- (7, 1 Fn^-3-^^y^/V*^/V^^-l 0, 1 3 

-S^^/WNiSMH^fc Kn^P^[a]7itybvy-l 7-^f/W ^ 

10 0 gW=i-/V^^5 0 0mlOt o y i^yiJlflSE^S^ 2 3. lml©tft^v' 
/V £ 0 °C T? 3 0 #/Wt T M L fc o * iit- 3 W W L , 0 °C "C 3 

L<D*^£)4 0 0ml WH Z SO ( «i«±tiit\ 7 5 OilfoW^f^ 

tt«r^ $M V f/i/rc— r/v^fflV^T^M^^rT, 1 1 7 . 1 g 8r#fc ; it 
^i2i°C (#Af«rit>fc5) 0 

RrCSWfcai^/V/n-^^y/BBk 5:5: 1) = 0. 3 1 MS (FAB) 
: 4 8 7 (M+H) + 




,o 



OH 



(39) #S 2 0 0 2 - 5 2 8 4 6 0 

[0 0 6 3] 

b) 4- [7,1 2-v>t (2-fc Fu3ciy^h%-y) -10, 
1 3 -^^^/V^^rf-x* t Fn^P^[a]7ify h wy- 1 

] ^^^^/V 

116gC04- (7,1 Ko^F-^- 3 - ^ ^^^/V^^/^^riX- 1 

0, 1 s-^fv^^MW&fc Kn^n^?[a]7xtyhwy-1 7- 
-f/W 'tl'fil'Wtft&.Xfil 3 0ml <D h y^/VT 5 ls%6 5 OmlW^y 3— MZ. 
mffl&^X, 0 0 o C-C3B#ra, ^LTl 1 5°C-C7. 5M«Lfc 

o K^iS^^ 0°C1?3 LcDTkftfM 0 0 ml WH* SO ( ©it±tft^ 
7 5 0ml-fo«^^/V-T?7HItt|llLfc 0 ^Na 2 SO t ±«^*, J§ 
»J|^-?I&* bfc„ fflft I N T £#fc 0 
[0 0 6 4] 

1 3 Omltf^-fbT-fefyvSr, 0°CT?9 0 0ml(D^ ^ y -/McM L7c 0 ftfc4 
OOmKD ^»INTO»jD^ ?B^^^^6P#ra«#bfc 0 

^^i?at*6 0«ilfcf, 2.6LW7K±rat\ #^ 5 0 0mlToO 
^y/ntVWx^ (DIP) ^8[Utt(±lLfc 0 ^©f, «fl£#*6 0 
0mlToW^fPNaHC03 7K«"C$bl-6H]»Lfc 0 f^Na, SO, 

pvf^77^wot, 3 2 g <D$mw:mfc%mfro 

R f (g^^/V) =0.19 MS (FAB) : 4 6 7 (M + H) + 
[0 0 6 5] 

c) 4- {3- [2- (1,3 - - 1 , 3 -y"t Kn-f y-f y k>-/v- 

rcb^iy] -7, i 2-^yt Ko^y-i 0, 1 

TJt Kn^^P-<y^[a]73i^^hl^^-l 7-^/W VgM fv> 

1.5g<D4- [7,12-^tFn^y-3- (2-t KP^l^^y) - 

10,1 3 -v^^/w^f-^ t KPiy^t3^^^[a]7i^^ l>vy- 1 7 

-^C/v] ^^^^^^-/V, 9 5 OmgtD h y 7x=;V-*X7^yfcJ;t;5 5 Omg 
<7):7^/W 5 K&2 6iKDTHF^-C4 5 D C^l:iafe, ^©iaStf 1 . 1 4ml <D 



(40) 2 0 0 2 - 5 2 8 4 6 0 

fclfe, 2 0 0mltD«|g (semi concentrated) NaHC0 3 *»tlif> # 
N M^^-e|^*Lfc 0 t --f^/V/^/V^— 7VV (MTB) Sr^ffl-f-S^y 

^^i©^Pvf^77^iaor, i.76 g ©aii»» 0 

■f 

R f (g^gj^vV) = 0 . 6 0 MS (FAB) : 6 0 2 (M+ L i) 
[0 0 6 6] 

d) 4- [3- (2-T5/3ib^v') -7,12-5?tKP^-10,13 

i.7g©4- {3- [2- (i,3-my-i,3-^tFn^y^yK 

-/V-2-^/V) ^b^] -7,1 2-^fc Kn^r-^-1 0, 1 3-v^^VV^ 

drf-x^t KPi/^n^y^[a]7xty hvy-i 7--f/W ^y^y^y^ 
;v*5j;^0. 5 2ml(Dt K^^^tK^ (80%) & 1 4ml coy ^y-/y»fif 

£ 8 . 7 ml <D 2 N HC1 TK^tf^a U/> 0 4 0 °C? 3 0 Lfcfc 

i©^PY^77^ti;o^ 5 4 OmgW«^mf^^#fc 0 

R f (Ti? h^/TK 1 0 : 1) -0. 0 6 MS (FAB) : 4 6 6 (M+H) 
[0 0 6 7] 

e) 4- [3- (2-T5 7^ b^-vO -7, 1 2-y't Kn^y-1 0, 1 3 
-^5Vv^^f--r# t Kni^ P^[a]7itV b wy- 1 7 — f /v] ^ 
y^y®? 

3 g£D4- [3- (2-T^y^b^y) -7,1 2-^t 0, 1 

3-^y^/w^f--r#t: Kny^a^y^[a]7xtyhvy-1 
^y^y^y^/V&J; 1^3 1 OmgcON a OH&r, 5 ml (DtK*3 J; U 3 OmL<D*#S 
-/Hf*eSift-C2 4«Wbfc 0 WW^-e^UT, $s»£2 0 OmlW 
*£fflV>-a§fl¥£ii\ HC l7K»«rfflV^pH=7~7. 5fc1WSEUfc„ 

1 ^fe^*Sr«*Ufco l . 6 g ©8feStfe*Sfttt@frS:# 

fc 0 Ml 8 5-1 9 5°C 0 



(41) # S 2002-528460 

R f (CH Z C h/MeOH/^/* 32:8:1:1) =0.18 MS( 
E S) : 4 5 2 (M+H) + 
[0 0 6 8] 

f ) 2-^/V-3-(3, 4, 5- MJ7;vtP7i=/v)7^!J;>ilif/v 
4. 3mlW2-*^*/7 D Pt°^-V^hy^^/V§r, 3 0ml ©|*THF 

0°CV1 2. 5ml CO 1 . eNW^fy^Wn-^f/Hlf-'J'AO^I^ 
»Lfc 0 ^W^I/Cl 5#M^#Lfc^ 8 ml coMtK T H F t} 3 CO 3 . 2 g 
co 3 , 4 , 5 - h y 7/^p^yXT;vrt a^*SrMt? 
lB#Fffl«U 6B#|lMtLfc 0 ^»&ft«:3 0 Oil U 

3 Oml(DlSfPNa 2 C0 3 7K«^P^t, 1 0 0 ml To CO ^^^/V 

3 . 8 g <7)4M£ii£#fc ; ffilft 5 4°C 0 

R f mm^^/n-^^y 1:8) =0.35 MS(DCI) : 2 4 5( 
M + H) + 

[0 0 6 9] 

g) 3- (4- {2- [17- (3-#/V#>^-l-^/V7°nt7V) -7 
, 1 2—J?fc Knap-?/- 10,1 3-^^^/V^f-r^t Kn^P^[a] 
7xtyhVy-3-^Wi/] xW^/} - (3, 5-^7/VtP7x 

^/v) - 2 - ^ ^ ^ y /v^^^/v 

6 0 0mgcO4- [3- (2-T$/^h^r^) -7, 1 Kp^>-1 
0, 1 3 -v^^/W^f-r^ t FnV^P^y^[a]7xtyhky-l 7- 
-f/V] ^^i*^ 3 9 OmgCO 2-^/V-3- (3, 4, 5- h V 7/VtP7x 
y /*^V&£l/8 2 8mgCOK 2 C0 3 1 OmlCOv^^/VTi? h 
Kf tfl 3 0°CT?2. 5^m^bfc 0 iWSJt&iS^^, Mm 4 0 0 ml 
cOCH 2 Cl 2 -?«U 4 0 0mlW5%NaHSO4Zk^rC»L/c o 
MgSO»J:«^^ M«^1&£Lfc 0 CftCh/MeOH 10 : 
1 -SrTO-f 5^y#y/V±<0^P-r h^77^-iaot, 1 5 5mgCOtefe^^ 



(42) #S 2 0 0 2 - 5 2 8 4 6 0 

R f (CHiCh/MeOH 10:1) =0.27 MS(ES) : 6 7 6 (M + 
H) + 

[0 0 7 0] 

i) 4- (3- {2- [2,6-^7/^^-4- (3 -^T = >V - 2 

v*ci/-l 0, 1 3 — ^/w^f-f-f # fc Kn^D^[a]7it^fl / 
y- l 7— f/v) ^i^vgl 

1 3 OmgCQ^T~v ? ^M±&4b > J;lJU 2 5mg(D# y >)At-7 , f ^ri/ K£Tn 1 
mlO^TKDMFf "C^mt?3 0#|RHf#Ut. jfcfc 1 ml <D« D MF cf> <D 1 5 0 
mg^3- (4- {2- [17- (3-#/Vtf?^- 1 -/^vy°n fcW) -7, 
1 2-^fc Kn^-l 0, 1 3-^^^/v^^rij-r^t KP^n^[a] 
7 ^~tl/ h^y- 3 -^/V^-^i/] ^fvVTS:/} -3, 5-^7;VtP7x = 
/V) - 2 - ^ V /V^fvV©«»X.-C, 1 1 0 ~ 1 1 5 °C-C 6 R#Wfll# 
LfCo 0 0mlO7K±^f\ HC l7k«£fflV^pH= 

6CilLt, ^#J^*Ufc 0 ^Sri* (fine) J|^ftjft**-C % 8.0m 

R f (CH 2 C l z /MeOH/M/7K 32:8:1:1) =0.21 MS( 
E S) : 6 8 9 (M+H) + 



(43) 

WttlB] ¥fi5Sl 2^9J3 2 2 0 (2 0 0 0. 9. 2 2) 
[^«jE 1 ] 
[4t]Ettftft$i«] TO* 

[If i ] ^ i 
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L— z 



Mb 2] 




R(E) 



[ft 3] 



R(40) 




2002-528460 



R(41) R(42) 



R(A), R(B), R(C), R(D)MS}aAllLT, F, CI, Br, 

I, CN, OH, NH 2 , -(Ci~C 8 )-T/V^/K - O - (Ci ~C S ) -T JV* 

/k (^r-er/v^/^fi, im^±F^j:o-cg^^tb#5), (c 3 ~c 8 )-^ 

^n7M;K 7x^;K ^^v>/K NHR(7), NR(7)R(8), 0-(C 3 ~ 
c B )-T/v<7--A\ 0-(C ! ~C,)-v'^p7;^/K 0-7x^;K O-^O' 
>Vk l^^y^jvmt, 3[l]^-eF, CK CF 3 , ^fvV, * 
NR(9)R(10)^J;o-Cgm^tL#5] -CfeO ; 

R(7), R(8)l«|4Lt, TK^s -(Ci~Ci)-T/I/^M--W 
/V^r/V^, lIH^JiF^j:o-Cem^ti#6), (C,~C.)-^Pm/V 
, (C 3 ~C 6 )-T/w>-~/v, (C 3 ~C 8 )--y^nT/vdr/K 7:c=/K ^y^;v 
, [r rx^^^/v^fi, 3m^-eF, CK CF 3 , ><3vK ^ NR( 

R(7), R(8)tt-iWot, 4^fcfi5|§(D^^l/>'SWiI(^^b^(D^ 

fvyS©H»io©CHjii, fifclt nh, N-CH s 4fciiN-^ 

R(9), R(10)(«i^itT, TkSf, (Ci~C4)-T/V^7K (Ci~C 

xli, fp, 1^7>«2-e&i9 ; 
y«, ifn, l*fcfi2X*fo!3 ; 

R(E), R(F)liH5i:»4lT, F, CI, Br, I, CN, (C,~ 

C 8 )-T/V^K O-CCi-CO-T/V^r/K (iit7^/vStt, 1 HUSU: 



(45) 2002-528460 

FfcioTltlfcSiMSS), (Cs~Ca)-^^PTyV^/K o-(c 3 ~c 6 )-r 
/V^rc=:/V, 0-(C3~C 8 )-^^PT^/K 0-7i=/I/, O-^^/K [ 
r^lt7x^itt, 3@*T?F, CI, CF,, p« h^, NR(9) 

R(io)fcJ;oTlt*£ft#$] -efo>9 ; 

R(l), R(2), R(3)ttfEtl!iLt, F, CI, Br, I, CN 

, -(Ci~C,)-T/V^/K -0-(Ci~C 8 )-T/V^r/K (rrtT/H/l'S 
l@^±F(aotii^#5)> -(C = 0)-N = C(NH.)«, -(SO 
o- 2 )-(Ci~Ci)-7/K*7K -(S0 2 )-NR(7)R(8), -0-(Co~C 8 ) 
-7/^V^7i=/K -(C«~C B )-TMUy7x^K [iit7i=/V 

3@ttF, CI, CF 3 , ^^/K ^ h^v^s -(Co~C 8 )-T/V^rV 
^-NR(9)R(10)K:J:oTll»i**l#5] "Cfet) ; 

Ui, -O-, -NR(47)-, -(Ci~C 8 )-T/V^rV^- N -(Ci~C 8 )- 
W^^y-, -(d-CO-TA-^V^-, -COO-, -CO-NR(4 
7)-, -SOz~NR(47)-, -O-(CH0.-O- — N R (47) — ( C Hz ) n — 
O-, -NR(48)-CO-(CH 2 )„-0-, - C O -NR (48) - (C H 2 )„ - O- 
, -0-CO-(CH,).-0- -SOz-NR(48)-(CH z )„-0- > -NR( 
48)-CO-CHi-CH2-CO-NR(48)-(CHz)»-0-, -NR(48)-C 
0-CH=CH-CO-NR(48)-(CH z )„-0-, — NR (48) — S Oz — (CH 
z).-0-t?&«3 ; 

R(47)tt, tKH, (C.~C 8 )-T/V^/K R(48)-CO~, 7i^/K -O-v 5 
/vcfet> ; 

R(48)te, tK*s (Ci~c 8 )-T/v^/K 7x^i^y^;K (iit 
#5) -e*>5 ; 

R(40)Ja:v^LR(45)W:ffiE^^:»ScU"C^ tRSI, -OR (50), -SR(50), NH 
R(50), -NR(50)z, -O-(CO)-R(50), - S -(CO) -R (50), -NH 
-(CO)-R(50), -O-PO-(OR(50))-OR(50), -0-(SO«)-OR( 
50), -R(50), L^<Dlft£t'Vib&i)* ; 



(46) 



$«2 002-528460 



R(40)*5.fctfR(41) N R(42)*3«fctfR(43), R(44)&£^R(45)te&*CD*J^ 

r^-e^^SR(40)feVNLR(45)©lo^tfi, L^©*t£»©«!*$r^rL ; 

Ktt, -OR(50)> -NHR(50), -NR(50)z, — HN — CHz— CH Z — C 
0 2 H, -HN-CH 2 -CH 2 -SO a H, -NH-CHz-COOH, -N(CH 
3 )CH 2 C0 2 H, -HN-CH(R46)COzH, -OKa(r:tKalt 

R(46)« s Ci~C4-T/V^/K 'O'^/K -CH 2 -OH, H 3 C S C 

H 2 CH 2 -, H0 2 CCH 2 -, HO z CCH 2 CHi-tifo5 ; 

R(50)tt, TkJS, (Ci~C0-T7V^K 7i=A'*fti4'<y^ (--^ 

7i^vsit 3 cu cf 3 , *t-/k * b^teio-rffiftSft 



Mb 4] 





[ft 5] 



(47) 
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R(45) 




K 



H 



H 



L 




H 



R(41) 



R(42) 



R(E)^7kSt, F, CI, CN, (C 1 ~C4)-T/V^r/K -0-(Ci~C 4 )- 

tvv^vk (rrt7;v^Hli, HHHst±FH:j;oTflHft$tt#S), (c 3 ~c 

O-v'^Pr/V^K (C 3 ~C 8 )-X/V^/K 0-(C J ~C«)-v'^P7^ 

CFs, ^^/K ^ h^>\ NR(9)R(10)iaottI^!#5] "Cfc t> ; 

R(9), R(10)MS^AaZ:LT, zKSf, CH 3 , CF 3 -trfof9 ; 

R(l), R(2), R(3)^tBSiaAilLT, F, CI, CN, -SO. 

-(C>~C4)-T;V= 3 r/K -SO z -N((C 1 ~C,)-7^)^ -SO z -N 
H(C.~C4)-T/V^/K -SO z -NH Zs - S O z - (d ~C 4 ) -T/V^/K 
-(^-CO-T/V^VK -0-(Ci~C4)-T/V^/K (r^-CT/V^/VStt 
, l@K±Fiao-Cli^W), -0-(Co~C 4 )-T/V^V^7^^/V 
, -{C»~C*)-T;V*vz/-7 *.=.;v, (rr-e7x=/^it 3|U^t?F s C 
U CF 3> ^fvK ^ h^v-^j;oT«m^ti#5) ; 

L^-o-, -NR(47)-, -(C,~CO-7/^^-, -(Ci~C4)-T 
-(Ci~C4)-T/V^=V^-, -COO-, -CO-NR(47) 
-SO z -NR(47)-, -O-(CH0.-O-, — N R (47) — ( C Hz ) n — O 
-NR(48)-CO-(CH z )„-0-, - C O -NR (48) - (C H 2 )„ -O - % 
-SO z -NR(48)-(CH 2 )„-0--efe>9 ; 

R (47) ^tKSI, (Ci~C4)-T^/K R(48)-CO-, 7x^;K ^Z/p/V 

r(48)^tK*> (c,~C4)-t/v^/k y^-frtekxf^yit/K (rrt7 



(48) 



#^2002-528460 



5) T?fe>9 ; 



n*Si~4"Cfet) ; 



R(41), R(42)s R(45)^S^»UT, TkSf, -OR (50), NHR(50), 
-NR(50) 2 , -O-(CO)-R(50), -NH- (CO) -R (50) "Cfe D ; 

R(50)^tK^, (Ci-CO-T/V^r/K 7i^*Jkli'<y^ (rrt7 
^n/v^« s 3|e|*"T?F, CI, CF 3 , *?7K ^ f^rMaottt^i 

5) -e&o ; 

K*S-OR(50), -NHR(50), -NR(50)z, — HN — CH 2 — CHz — COz 
H, -HN-CH z -CH 2 -S0 3 H, -NH- C H 2 - C O OH, -N(CHs) 
CHzCOaH, -OKa (£ rt?K a {4, fllxJiT/V* U ^I^fc{j:7;V^ !7 ± 



\ 




[ft 7] 



(49) 
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•C&t) ; 

R(E)#2K^ F, CI, CNN (Ci~C4)-T/V=af/K -0(C»~Ci)-T 
/V^r/K CF 3 , -OCF 3 t?fei9 ; 

R(l), R(2)^|lS(^iLT, tR*. N CI, CNN -SOz-CH 3 , 
-(Ci~C4)-T/V^/K -0-(C 1 ~C4)-T/V^/K (rrT?7/^/Htt 

, ii£i±FiaoTffil§n#5), -o-(c»~co-7;^vy7i^ 

, -(Co~C4)-T/V= 3 rV^7^n/K (^rt'7x^(t 3IUMF, C 
1, CF 3> *?VK / h^^oTW&^tS) -tffet) ; 
R( 3) ; 

LtfS-O-, ~NR(47)-, -CH Z -CH 2 -, CH = CH-, -(C = C)~ 
, -COO- -CO-NR(47)-, -SOz-NR(47)-, -O-(CHi).- 
O-, -NR(47)-(CH z )„-0- > -NR(48)-CO-(CHz).-0-, -C 
0-NR(48)-(CH z ).-0- x -SO ? -NR(48)-(CH 2 ).-0-Tfc!) ; 

R (47) ^7KSf > (Ci~C«)-T/l"¥/K R(48)-CO-, -O-^/V 
; 

R (48) (Ci~C4)-T;V^/K 7^=;V*5 .tu^y vVK (r.nT?7 
a^/Ufctt, 3il4tfF, Cl, CF 3 , ^ h^r^J:oXiii^WI 

5) TfeD ; 

n#5l~4-Cfo«? ; 

R(41)^tK*s -OHT&19 ; 

K^-OR(50), -NHR(50), -NR(50) Z , -HN- C H 2 - C H z - C O z 
H, -HN-CH z -CH z -S0 3 H N - NH - C H z - C O O H, -N(CHs) 
CHzCO*HN -OKa(::tKaii 4 $lx.ff7VV# V &JH£fcte7VV;*7 JJ ± 



(50) #S2 0 0 2-5 2 8 4 6 0 

^/M^tt, 3@tT*F, CK CF 3 , ;*9vK h^^ioTg^Wf 
[ft 8] 



R1 R2 




T 1 S3 i. V T , fiffi E t L T . 
[ft 9] 




l - z 

[ft 1 0 ] 



(51) 
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-Cfefl ; 

Lfii % -C = C-, -NH-CH Z -CH 2 -0--efcf9 ; 
R(E)te, (Ci~C«)-T/V3VKC&«5 ; 

R(l) % R(2)tt|@5l;:iiL-C, tK*. F, CI, CN, -SOz-CH 3 , 

-(Ci~C4) -7/i"*7K -o-(c,~C4)-T/v= 3 f-/K (rri?7;v^S» 
, l|Hlfit±FH:J;oTil»*ti/TV>5it^"Tft5) t?*>5] 

[W*H 5 ] ft #3S 1 &V^4 £>Vvf 1 ^^|B«W 1 SX±(Dit^ «fc 
[ft* 1 ! 6 ] fjtjJfS 1 ft V > L 4 <D V ^-ffrbfr 1 3l}CfBic» 1 ]ZX±(Dik&!%)& 

1 ^CV^ U 4 (DV vf ^ 1 ^(-IBicO^tlo 

Iff*9( 9 ] If 1 L4 vftb^ 1 1 SX±.<D4k&®l£. 

[«2] 



WtjEfcWfcSB^] 0 0 2 3 
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